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NAPA Goals

Prevent and Effectively Treat AD/ADRD by 2025

Enhance Care Quality and Efficiency

Expand Supports for People with AD/ADRD and
Their Families

Enhance Public Awareness and Engagement
Improve Data to Track Progress

(NEW) Accelerate Action to Promote Healthy Aging
and Reduce Risk Factors for AD/ADRD
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1984
NINCDS-ADRDA Criteria
Clinical-Pathological definition

2011
NIA-AA Criteria

ALZH E I M E R, S Clinical syndrome with biomarkers for amyloid and
D | S E AS E neurodegeneration

2018
NIA-AA Framework

Alzheimer’s disease as a biological entity
defined by positive biomarkers for amyloid and tau

Clinical Spectra Independent

2018 NIA-AA RESEARCH FRAMEWORK
TO INVESTIGATE THE ALZHEIMER’S
DISEASE CONTINUUM

Biological definition
Term AD refers to pathologic change — not specific syndrome
AD is identified at post mortem by pathologic changes and/or
in vivo by biomarkers of amyloid and tau
* Symptoms are part of the disease continuum not its
definition
*Major shift in thinking




MAYO
CLINIC

@y Outline

Overview of AD
AD Therapies
Expectations

Progress?

MAYO
CLINIC

Ko

Therapies for Alzheimer’s Disease

Symptomatic

Disease modifying
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Disease Modifying Therapies

AMYLOID




AMYLOID LOWERING THERAPIES
IN MCI/MILD DEMENTIA

Aducanumab

Lecanemab
Donanemab

EMERGE: Primary and secondary endpoints from

final data set at Week 78
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ITT population. *Difference vs placebo at Week 78. Negative percentage means less progressioninthe treated arm.
ADAS-Cog 13, Aizheimer's Disease Assessment Scale—Cognitive Subscale (13-item); ADCS-ADL-MCI, Alzheimer's Disease Cooperative Study-Activities of Daily Living Inventory (mild cognitive impairmentversion);

CDR-SB, Clinical Dementia Rating—Sum of Boxes; ITT, intentto treat, MCI, mild cognitive impairment; MMSE, Mini-Mental State Examination. 127




EMERGE: Longitudinal change from baseline in CDR-SB
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Analysis visit (weeks)
0.00 T T 1
0 26 50 78
Placebo n=547 531 429 288
Lowdose aducanumab n=543 512 420 289
High dose aducanumab n=547 513 431 299

ITT population. *p <0.05, Tp<0.1 and =0.05 comparedwith placebo (nominal). Values ateach ime pointwere based on an MMRM model, with change from baseline in CDR-SB as the dependentvariable and with fixed
effects of treatment group, categorical visit, treatment-by-visitinteraction, baseline CDR-SB, baseline CDR-SB byvisit interaction, baseline MMSE, Alzheimer's disease symptomatic medication use at baseline, region, and

laboratory ApoE ¢4 status. ApoE, apolipoprotein E; CDR-SB, Clinical Dementia Rating-SumofBoxes; ITT, intent to treat, MMRM, mixed model forrepeated measure; MMSE, Mini Mental State Examination; SE, standard 128
error.




